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COMPLETE SPECIFICATION 

New Animal Feed aM Brink Preparations 

W f d r ? A k™™?' » b ? d y corporate organised according to the laws of Switzer- 
knd of Basle Sw.tzerJand, do hereby declare the invention, for whicTl TprT to 
a patent may be granted to as, and the method by which t is to be performed m 
he particularly described in and by the following statement: ~ Permed, to 

u- Pre8ent . m 7 tntim « concerned with new animal feed and drink nrerarar.W * 
which have a quieting effect and bring about a better food contra * m ^ 5 

p^i^7^tizt s ^r &l feed or drink »™ — 



20 



25 




10 or an N 



or an N - oxide thereof or a physiologically tolerable salt of either of these com in 

™mL S Z p5 Ra KpKSett1S W a3kyi orThydroS 5dkyi 

tains?^ 10 J SEE ST^V* , Syn5bpl R < iil formula 1 ^vantageousiy con- 15 

tsar & 0 d V L n a Jftsssss 

*£3 "5 J a 1. j lHIGm 1,7 a * lea5t 2 carbon atomS ; it » particularly 2- 
39 .Sf " ^ 2_ ° f 3 " hydl05£ y - 4 " J«J*«* - butyl or 5 -hS4- 

The symbol R. advantageonsly represents a hydrogen atom or an alkoxy group 3 ° 
[Prk$4s.m.l 
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containing 1 to 4 carbon atoms, such as methnxy, ethoxy, n - propoxy- Isopropoxy 

M * In tfew'of the fact that several asymmetric^ carbon atoms are involved in the 
synthesis of ihe active compounds, the latter may be in the form of racemate mix- 
tures, pure racemates or as optical antipodes. They preferably belong to tne 
kevorommry series. a&resaid s^<w&& there may be mentioned, for example, basic, 
neutral acid or mixed, physiologically tolerable acid addition salts winch may also be 
nreS as LrnHmnno-, sesqui- or poly - hydrates. Acids suitable for forming these 
sa£ are! topple, mineral acid?, U as hydrochloric acid, hydrcbromtc acid, 
sulphuric or phosphoric acids, nitric acid or perchloric acid, or aliphatic, aUcyclic, 
aromatic or teterocy die carboxylic or sulphonic acids, such as formic, acetic, pro- 
pionic, oxalic, succinic, glycollic, lactic, malic, tartaric, citric, ascorbic, maleic, 
hvdrc^maleic dihydroxymaleic or pyruvic add; phenylacetic, benzoic, p - amino- 
S anthranilic. p - hydroxy - benzoic, salicyclic or p - anunosalicyclic add, 15 
mettanesulphcnic, khanesulphonic, hydroxyethane ~ sulphonic or ethylenesulphonic 
acid; toluenesulphonic, naphthalenesulphonic acids or sulphanthc acid; or methionine, 

tTyPl l| > ^jtawmf AaT^mestic animals are exposed to manifold environmental 
influences which, in certain cases, may produce an undesirable retardation m growtn 

and a considerable increase in feed intake. . , „ „ . 

Recendy it has been shown that antibiotics, chemotherapeuties, hormone - active 
agents or Bmiwolfia diester - alkaloids have a favourable influence on the rearing ot 
domestic animals or increase the degree to which feedstnffs are converted. 

It is also known to use Rctttwoljia diester - alkaloids, such as reserpine, for quiet- & 
ine animals, since the handling of domestic animals, especially poultry, for example 
for transport, vaccination, debeaking or killing, is still a major problem for the rearer 
and often involves injuries, that is to say economic losses. _ 
The advantage of the Rauwolfia diester - alkaloids over other natural or synthetic, 
30 quieting or growth - promoting agents is above all the small dosage, so that especially 
the meat of the animals so-treated contains practically no trace of the compounds 
and there is ttawegrjently no dentation let quality. These advantages are, however, 
also offset by certain drawbacks. For example, the onset of the desired quieting effect 
occurs only after several hours and lasts for a long period, often for days. If, , for 
35 example, the feedstuffs containing the aforesaid ajfcafoids arc to be administered to 
facBitate the catching of animals, it is only possible to start catching the animals 4 
to 6 hours after feeding them. On the other hand, the long duration of effect can, m 
some cases, lead to cumulative effects, which has some disadvantages particularly as 
regards the growth of the animals. A too pronounced tranquillizing of the animals 
40 impairs the normal intake of food. In addition, the Rauwolfia diester - alkaloids are 
practically insoluble in water, so that they are not suitable for use in drinking water. 
This form of administration is desirable, though, on account of a simple method of 
dosage, uniform cuWibrrtfori among all the animals in a flock or herd and controll- 
ability. For example, by withdrawing the drinking water over a certain time and then 
45 applying an aqueous solution of the tranquillizing agent, it would be possible to obtain 
easily a uniform effect over a whole flock or herd. ... 

It has now been found that the aforesaid active compounds used in the prepara- 
tions of the invention also have the high pharmacological activity of the Rattxotpci 
diester - alkaloids, such as reserpine. In contrast to the latter with their slow onset 
50 of effect and often undesirably long duration of pharmacological acdon, the new com- 
pounds show a much more rapid onset and the effect lasts over a wdl-defined period. 
Their effect usually does not last longer than 24 hours, that is the effect has com- 
pletely subsided after this period. In addition, the new compounds, particularly their 
add addition salts, are relativdy water-soluble and are therefore especially suitable 
55 ' for use in drinking water. They are consequently superior to the known Ratttvolfia 
diester-alkaloids. ' 

Especially valuable compounds are those of the formula IX 



35 



40 



45 



55 
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and their acid addition salts, m which formula R, stands for — (CJI»„)— H s each of 
tile symbols H2 and n represents an integer from 1 to 7, preferably from 1 to 3, and 
K, stands for alkoxy containing 1 to 4 carbon atoms, preferably for melhcxy, R. 
being especially la oK of the positions 10 or 11, Special mention may be made of £ 
highly actrve methyl^ 18 - epi - O-S - rtserpates in which R stands for metM? 

^sasfjzsp *° A ** ada **** the 

Another preferred group of particularly valuable compounds are those of the 

^Lnw d ^ ^ addi ? on salts 111 which ^ stands for the radical 
—(WHsjJ OH, m for an integer from 2 to 7, preferably from 2 to 5. the 18—0- 
atom being separated from the hydroxyl group by at least 2 carbon atoms, and m 
and R t haying the meanings given above. ' 
Also compounds of the formula III 




m 

and their acid addition salts may be especially mentioned, in which formula v recre- 
ants an rnteger from I to 4 and x is 2 or 3, the oxygen atoms adjacent to the S 

^ast^fcSss. 17 at least 2 ^ atoms ' and * « d ^ ^ 

in J^^1 C 3n T i' SUCh a , S Calt!e ' horses ' *^P' g° flt6 or PW. ancl particularly 
m poultry such as chickens, turkeys, geese or dncks, or in dogs^ cats or mrrots, the 
onset of the desired quietfag effect occurs shortly after the feedstuffs the 
new compounds have been administered. The aiumals can then be caught reS and 
can be treated without undue excitement. Furthermore, the application of feedstuffs 
wfi^fT" *f compounds to herds o7 flocks facilitates rtL 

handling _ of the ammals, eliminates or minimizes mass hysteria, facilitates the 
daughterly process reduces the work of the personnel and increases 'their safety, and 
the injuries caused by excited ardmals can be avoided. 

_ When the feed or drink preparations are administered for the purpose of increas- 
^AZT^^ MA CMS ^ «*l to the 

Although it is possible to administer the compounds in single doses m the domestic 
ST-f Js ™k practical to mix the active ingredient with the feedstuffs or to 
dissolve them in drinking water. The type of feed components, apart from the active 
mgredicnt, depends on the particular anW being fed, the age, the market price of 
^j£fl U £ S ^ "P" i ac ? 0IS -. Generally, feedstuffs which contain carbohydrates, 
proteins, tats, minerals and vitamins are very advantageous. Suitable feed components 

^JmJ^JP- CtTO) *f h "S m > ^ oats » buckwheat, maize, sorghum 

or mills* and their ground products, such as groats, middlings, flakes, shorn or meal, 
also glass, clover, alfalfa, cabbage or hay, molasses, mea? offals, fish-, 
ground nut- or oil cake-mea! 3 cod liver qO, limestone or bone meal, iodised safe, 
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dicalcium phosphate or manganese sulphate, vitamins, for example vitamin A, Bj 2 or 
D, niacin, thiamine, riboflavin, calcium pantothenate, ascorbic acid or similar teed, 
mineral and vitamin supplements. In addition, the feedstuffs or dnnfcable preparations 
may also contain other valuable ingredients, for example butyiaicd hydroxy-toluenc, 

5 methionine or antibiotics, for example bacitracin, penicillins, tetracyclines, such as 5 
cMortetracyciinc fir osytetracydine or erythromycin or compounds with a hormone 
activity, such as diethylstiftestrol or hexestrol. 

The feedstuffs usually contain suitable blenders, for example wheat middlings, 
starches, sugar, such as sucrose or lactose, mannitol, sodium gluconate or soyabean 

10 extraction residues. They may also contain buffers, such as citric acid-sodium citrate, 10 
sodium acetate, phthalic acid-potassium phthalate, benzoic add-sodium benzoate, 
lactic acid-sodium lactate or funwric acid-sodium fumarate and/cr sequestering 
agents, such as ethylene diamine - tetraacetic acid or the sodium salt thereof, or other 
useful substances, such as antioxidants or stabilizers. The active compounds may also 

15 be used in solution or dispersion in drinking water or skimmed milk, or m any other IS 

fonns^^ gftrc py fr} compounds used as active ingredients may be obtained by the 
process described in Applications Nos. 28117/61 (Serial 999,391} and 2S119/61 
(Serial 999,393) by subjecting a compound of the formula IV 



20 
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IV 



30 



in which R t and have the aforesaid meanings, and R represents the acyl residue 
of an organic suiphonic acid, or an N-oxide or salt of such a compound, to alcoholysis 
with an alkanol or it hydrosy-aBcatsoI, and if desired, converting a resulting tertiary 
amine into an N-oxide, and/or converting a resulting base into a salt or a resulting 

25 N-oxide into a tertiary amine, and/or a resulting salt into a free compound. < 25 
It has also been found that the feedstuffs preferably contain the active ingredient 
in an amount between about O.000OQ5 and 0.1%, advantageously between 0.00001 
to 0.025% for example 0.0005 and 0.01%, by weight. Feedstuffs which are intended 
to bring about a better food conversion contain, of course, a smaller content of the 

30 active ingredient than those intended for tranquillizing. The difference in concentra- 
tion is approximately two powers of ten. For example, the first mentioned feedstuffs, 
particularly for poultry, contain from 0.00001 to 0.001% by weight of active 
ingredient, whereas those intended to bring about a rapid tranquillization contain 
from 0.001 £0 0.1%, preferably from 0.001 to 0.025%, by weight of active 

35 ingredient In addition, the content of active ingredient depends on the body weight 35 
of the animals. Poultry, for example chickens, have a proportionally greater food- 
intake than larger animals, such as cattle or horses. Consequently, the concentration 
of the active ingredient in feeds for poultry should be less than in that for larger 
animals. , 

40 When the aforesaid compounds ate added to drinking water, tbeir concentration 

therein is advantageously from about 0.00001 to 0.1% by weight. When the drinking 
water is given for the purpose of bringing about better food conversion, a content of 
active ingredient of 0.00001 to 0.001% by weight is sufficient, whereas solutions 
having a tranquillizing effect advantageously contain 0.001 to 0.1%, preferably 0.001 

45 to 0.025%, for example 0.001 to 0.02%, by weight of active ingredient. « 
The following Examples illustrate the invention. 
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T?„ J.* a r . EXAMP&E 1. 

-reedstuft for tranquillizing poultry: 

GfoV/ ingredients (premix) 
methyl 18 - epi - O - methyl - isserpate hydrochloride 
Wheat Standard Middlings 30-80 mesh/fadi 

Total Weight 

Feed Formula 
Corn Meal 
Fat 

Fish Meal 60% protein 
Soyabean Meal 50% protein 
Corn Gluten Meal 
Dehydrated Alfalfa Meal 
Corn Distiller Solubles 
Di-Calcium Phosphate 
Calcium Carbonate 
Iodized Salt 

Vitamins A & D (1,000 3 OQO 

International Unite of D/pound) 
Calcium Pantothenate 
Butylated Hydroxy Toluene 

a °iiue h Sig ade ***** 
Riboflavin Cone. (24 g per pound) 
Vitamin B :2 (0.02 g per pound) 
Methionine 
Manganese Sulphate 

Total Weight 



Jntaruational Units of A & 250,000 



44.000 g 
10,956.000 g 

11,000.000 g 



1,062.875 g 
80.000 g 
100.000 g 
500,000 g 
100.000 g 
50.000 g 
40.000 g 
28.000 g 
20.000 g 
10.000 g 



25% pure 



4.000 g 
0.250 g 
0.250 g 

2.500 g 
0.125 % 
1.000 g 
0.500 g 
0.500 % 



2,000.000 g 



The additives are mixed as follows : 

carbonate and Iodised salt are then added \ £ h °^.^ Idun ] 
chloride, riboflavin, Vitamin Land methionine are . addedTth^ ^ enat ^.4 oIln . e 

uUSl mS." %I " per 1000 grama of feedfa Ae SrfHg 

«... , . Example 2. 

Drinking water with a tranquillizing effect 

volume to a total of 1000 cc. «™pfcte solution. Water is added to bring the 

In an analogous manner a solution of 0015°/ itrewth nf is . „ 

methyl -reserpatehydmchloride may brpwd. /o ^ ° f methyi 18 " ^ ' °" 



Feedstuff additive. 



Example 3. 



Ingredients 

Sugar " Cpi " ° " mClhyl ' Mwchloride 
Soyabean residues (after extraction) 

Total 



23.00 g 
100.00 g 
877.00 g 

1000.00 g 



999,394 



The ingredients are thoroughly mixed, and the mixture can then be added in the 
desired quantity to any feedstuffs. The following feed formula is given as an example: 



agfeaiems 50 00 z 

Alfalfa Meal f g 

5 Corn, Yellow 1 so 00 f 

Corn Gluten Meal J«g g 

Animal Fat . S 

Med Dfetillers Grams f 

Fish Meal ™^ g 

10 Oyster Shell . j . . . . •.Em ! 

Poultry By-product Med (dried and- ground poultry trimmings) 100.00 g 

Soyabean Meal 3 ^'"" f 

Sodium Chloride £™ f 

Trace Mineral Prernix "-j!" * 

15 Di-calcium phosphate "*"JJ | 

Vitamin Prernix ° 

2000.50 g 

The above feedstuff additive is added to the well mixed feed ingredients in a 
quantity sufficient to obtain a feed containing 0,05% of active ingredient. 

20 Example 4, 20 

Additive for drinking water. 

^Methyl 18 - epi - O - methyl - reserpate hydrochloride f 30.00 f 

A mixture of 93 per cent of the tctrasodium salt of emylene-diamine 
25 tetra-acetic acid and 7 per cent of the monosodium salt of £> 

N:N - di - (2 - hydnwyethyl) - glycine 30.00 g 
Citric acid, anhydrous f 

Sodium citrate TJSP *jg ■ 

300.00 g 30 

30 

In order to prepare drinking water with a tranquillizing effect having a content 
of 0015°/ of the active ingredient, 1.5 grams of the above additive are dissolved 
while r2d4yjdl hTft littfcmter, and wax is then added to bring the volume to 
a total of 1000 cc. 

35 WHAT 'WE CLAIM IS:— . J , . , 

1. An animal feed preparation, which comprises a compound of the general 

formula V 




in which IU represents an alkoxy - alkyl group, as hereinbefore defined, or an alkyl 
40 group, R a represents a hydrcsyalkyl g«wp, as hereinbefore defined, or an alkyl group, 40 
and R t represents a hydrogen atom or an alkosy group, or an N-oxide thereof 
physiologically tolerable salt of either compound, in admixture or conjunction with a 

sokd^feej&tufL^ preparation, which comprises a compound of the general 
43 formula V 



45 
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jn which Si represents an alkoxy-aflfyl group, as hereinbefore defined, or an aikvl 
group, Rj, represents a hydroxyalkyl group, as hereinbefore defined, or an alky! group, 
and R. represent? a hydrogen atom or an alkoxy group, or an N-oxide thereofor a 
phy^logically tolerable s alt of either compound, In admixture VS«Sf with 5 

ntJJ^ ■*.$» I . fee * preparation as claimed in claim 1, comprising O.OOQQ05 to 

SSid7&ff. a compmmd as defined in daim 1 in admix ^ e * con ^ n 

nmw^ M ™ al / eed preparation as claimed in claim 3, containing 0.00001 to 10 
0.025% by weight of a compound as defined in claim!. 

nnrnvt? Z" 4 Preparation as ciaimed in claim 4, CQntaining G.00001 to 

0.00 J % by weight of a compound as defined in claim 1. s '* 

u S " ^" r aniHlal feed P re paration as claimed in claim 3, containing 0.031 to 0 IV 
15 by weight of a compound as defined in claim 1. 

7. Aa animal feed preparation as claimed in claim 6 containing 0.001 to 0 02SV 
by weight of a compound as defined in claim 1. s /a 

QW^Jm^J*** P"*™" 1 ** *l d ?«d in claim 2, comprising 0.00001 to 
20 with ™ttr § a COmp0und as defined to ckJm 2 admixture o? conjunction 

nnniv hS^SJ 1 f*"* ? rc P a f n "°»if « claim 8, containing O.OG001 to 

0.001% by weight of a compound as defined in claim 2. 

10. An animal drink preparation as claimed in claim 8, containing 0.001 to 0 1 0 / 
by weight of a compound as defined in ciaim 2. 

r. n-K 1 - 1 / ^ ^i™ 1 * dlmk Prspw^on as claimed in claim 10, containing 0.001 to 
0.025% by weight of a compound as defined in claim 2. 

11 1 ^-^ n « Jma l. fce * 01 drinfc preparatjori as clamed in any one of claims 1 to 
11, wherem the active ingredient is a compound of the general formula II 




II 
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30 « * ^^SWly tolerable acid addition salt thereof, in which E 3 represents 30 
-^H ffi ,)_H, m and w each represents an integer from 1 to 7 and IL represents an 
alkoxy gro^ containing 1 to 4 carbon atoms. ret™=wfi an 

11 iw^ or drinfc preparattoa as claimed in any one of claims 1 to 

11, wherein the active ingredient is a compound of the general formula II shown in 

R,, represents -ffla^-OH, « represents an integer from 2 to 7 the 18-0 - atom 
being separated from the hydroxy! group by at least 2 carbon atoVfc and m and 2? 
have the meanings given in claim 12. 1 

m ii .^L^ 11 'j*"^.*** or d . cink . Preparation as claimed in any one of claims 1 to 

40 11, wherem the active ingredient is a compound of the general formula III 40 
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III 

or a physiologically tolerable acid addition salt thereof, in which m represents an 
integer from 1 to 1, y represents an integer from 1 to 4 and x represents 2 or 3, the 
oxygen atoms adjacent to the group — (QJIaO— being separated by at least 2 carbon 
5 atoms, and R, represents an alkoxy group containing 1 to 4 carbon atoms. 

15. An animal feed or drink preparation as claimed in any one of claims 1 to 
11, wherein the active ingredient is methyl 18 - epi - O - methyl - reserpate or a 
physiologically tolerable acid addition salt thereof. 

16. An animal feed or drink preparation as claimed in any of claims 1 to 11, 
10 wherein the active ingredient is methyl 18 - epi - O - ethyl - reserpate or a physio- 
logically tolerable acid addition salt thereof. 

17. An animal feed or drink preparation as claimed in any one of claims 1 to 
11, wherein the active ingredient is memyl 18 - epi - 0 - n - propyl - reserpate or 
a physiologically tolerable acid addition salt thereof. 

15 18. An animal feed or drink preparation as claimed in any one of claims 1 to 

11, wherein the active ingredient is methyl IS - epi - O - isopropyi - reserpate or a 

physiologically tolerable acid addition salt thereof. 

19. An animal feed preparation as claimed in claim 1, containing 0.0005 to 

0.01% by weight of .a. enmpoflud as defined in any one of claims 12 to 18. 
20 20. An animal drink preparation as claimed in claim I, containing 0.001 to 

0.02% by weight of a compound as defined in any one of claims 12 to 18. 

21. An ajtfmal feed preparation having a composition substantially as described 
in Example 1 or 3 herein. 

22. An animal drink preparation having a composition substantially as described 
25 in Example 2 or 4 herein. 

ABEL & IMRAY, 
Chartered Patent Agents, 
Quality House, Quality Court, Chancery Lane, London, W.C.2. 
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